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TlB-IS:^ (I) 




(I) 



E^if, {i7l<.^m^> fi^^^^ LTv^T^ J; v^t;^^;v^ fi^*^;^ Ltv^t J; 
ti. Tia-|g^ (II) ;5-^TffB-^^ (V) <D\^^irM-^^^^ 

m2] 





(-^^ (II) "t-. 



— (II) 25: (III) sit. lXii2<D^m^miro 
T;V3drv:^;i/.is:::;i/, n K n dp ^>x{i 7 dr ~> ^^-^o 

R^ . R' ' . R^ " {4|Wi-X{4*'&oT. Tlc^M^. ^^uyy}^^^^ SmS=^^LTV^ 

— « (IV) :5tc^ (V) 



mA r 2 (±7^-«{4^««|ft^^-t-o 
i>X{4T;V3^v-=£-^i-o ) ] 



ffifE#2 005-3030664 



#M 2004-035565 



2/E 



2 1 

( 1 ) 4-(4-^ nn-3- ^ V "7 n ^ •f-;v7 ji — ;v)-4-t: Kn^->-i_tf^i; v^'>':^;V/K 

(2 ) 4-(3-^' nn-4--7;i/:tn :7ai^;i/)-4-ii Fo^v-i-tf^y v>'*;vsJ?>^(lH-'f 

(3) 1.3,4.9-x h^ii Fn-^-;^;v:4?V >'-2-:^7;v.i^*>m(lH--f >^y-;v-3-^;v)T 

5 F 

(4) 4-{4:-y )U^uy -1,2,3, 6-r- hy^ Fn v ;l/.-K^^(lH-^ 
y"-;v-3--f ;v)T5 F 

(5) 4-(4-i5' nn-3-h V -i-tf^9 >^>:^? ;v*'>'^(lH->f > 

Vy-)ly-3-^ )V)T ^ F 

umm 3 1 

4-(4-i:7no-3-h V 7 n ^ f-;v:7 a. ^;v)-4- 1 Fn^v-l-e^y S?>':^;l/?j^'>g^(lH 

[if^«4] 

4-(3-i^ nn-4--7;l/:^-n ^ jc^;V)-4-t Fo ^v^-l-t"^!; ;V>^?>^(1H--1' 
-;v_3_^;v)r5 F> 1 7t«'?-(0|M^±W^^$tL^:^, 7XfPt;> 7lc#»:S: P^o 
[W^Jl 5 ] 

1,3,4.9-T- Fn-^-:*;v.-J?i; >-2-:^ ;V5K>m(lH-^ > j5^y*~;v-3--f T 5 F> 

[if*:?. 6 ] 

4_(4_-7;i/:tn 7 j^^;l/)-l,2,3.6-T- h 9 Fo tf V v ;v>K>^(lH--f ^^^V"-;!- 

-3-^;V)T5 F. i/^{±-?-OgmJll^^#:&tL^:^, TfcfPi^. 7X#JPt?:?5:?^'^«^nt?o 

umm 7 1 

4-(4-i5'nn-3-h y ■7;v:tn^ -1-1^^9 e^'^^;^ SI (ih-^ 

IW^il 8 ] 

m^miT()-'h 7x-m-Bfi^^ >v^7-jv^t^m. tfzit^<Dmm±wm^-^fi^m.. 7Kfnt> 
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#M 2 0 0 4-0 3 5 5 6 5 ^--J : 1/ 



[0 0 0 1 ] 

[0 0 0 2] 

5 -7;V:^-n^9>';V (5-FU) ^~>:^ ^9^^^ ifcotJl5^69^?^|^^{i. 
■^mi^hKXiS^, Imatinib (GliVec (^liMI) )^ Tranzmab (Herceptin (^iMI 

[0 0 0 3] 

Jft-l^if^iaW^t LTfi. MMP (Matrix Metal lo Protase) Pl*^. ^VEGF( Vascular 
Endothelial Growth Factor) tiL^^ VEGF^##:5^n '>;/^-^--€|MW^ (VEGFR-TKPl 

[0 0 0 4] 

NF- a: Bfilfflia® tc^^t IL-1. TNF- a if OflM^cj^S^ L Trf^'l^-fh $ 15^0^ 
T^^^o NF-A:Bc7)stf5^0t/fc LT(±. MMP. VEGF^ fc'coMff^trM^^-SgeK^Cycl 
in D ^ t^co«±imtlM^^®aK>fe t'/5^~^n?>tL-CV^^o ^/c. Bcl-2>fe^^^|&mL-C|ffl 
^=^T>Kh-'>>^WttiI*< ^li: =?>^D^tLTV^;2,o MS^tC^tt'2>NF- /c BCO'fi'i- 

[0 0 0 5] 

[0 0 0 6] 

a^4-etc#-^(^-r >i5^v*-;Ht:'^%>e'^^-^fi£$tLTv^;2,o L/6^L^/5-'^. woo 

3 0 3 5 0 0 5<2rfR (#11^:5:^1) i3|B«<7)^b^%{i^jii-K-ffitt^^^^n'btLTi3 ?>-r, wo 

0 3 0 9 7 6 1 0^<2rf& (#ltS:]it2) :S:C/WO 0 3 0 2 8 7 2 0 -f-<Zril (#i^^3tm3) 

im^-Xn. 1] WO03035005 -i-^gri^ 
[#l^^lt 2] WO03097610 -^<2r$|l 
[#W=«3 ] WO 0302872 0-^<2r*& 

[^0^;i'^'fi?^L J; a h-t^mM\ 
[0 0 0 7] 

y V y'- )i^i\:^m ^ ^ ^ i: ^ o 

[M^S?^-r^ fv:i60^^] 
[0 0 0 8] 

:^mnm\i±-%^(oum^m'^-t^ < is^^tft tis-jss:^ ( i ) kh^^^ 
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[0 0 0 9] 

(1) TIB-^^ (I) 
[0 0 10] 

mi] 




(1) 



[0 0 11] 
[0 0 12] 

r2 {i. Tia-is:^ (II) (V) ov>TtL>$^=^7jNi-o 

[0 0 13] 

[^k2] 





[0 0 14] 

(-^^ (II) 



[0 0 15] 

— (II) (IlDJ^i. s{±. lXt4 2 O^^^^t-o 

t }4. 0 /Ji^ ^ 2 (D^^i^-to 

T;W3^ t Knap v'Xt4T;v=i^'>=lr7r:"t"o 

R'^ . R^ ' > R^ " {±IWI— XtiM^o-C. 7X*JK^^^ /^o<>">'M^•^ «m&^*-LTV^ 
r ^> J:v^T>'V^>'V. 7;vr3i(r->*;v>K^;v> HKo^^r^^^ t;v=i^'>x ^;v53^>'T5 
^;V7'f-;v. r 5 ^X(4T;v^;vt 5 y ^SttkI-o 

(IV) (V) '13> 



[0 0 16] 
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#112 0 0 4-0 3 5 5 6 5 ^--J : 3/ 

(2) 

( 1 ) 4-(4-^' nn-3- h V :7;V:^ n ^ f^;V7 Ji-;i/)-4-li Ko^'>-l-t°^i; i^^^' :^ 
>m(lH--f y^V^~)l^-3-4 ;!/) T ^ F 

(2) 4-(3-iJ'nn-4--7;v^n-7 j^-;v)-4-ii Knar~>-i-tf^i; v>:^;v>Ky^(lH--f 
> r ;i/-3-^ ;v) T 5 K 

(3) 1,3,4.9-x h 7 t; Kn-^-:^;v>KV ^-2-:^? ;vJi?>^(lH--f > t5^y-;v-3--f ;v) T 
5 K 

(4) 4-(4--7;V:tn7i^;V)-l,2,3,6--r h 9 t Fn tf ij ;i/>3>'>m(lH--f 
y*-;v-3-^;v)T 5 F 

(5) 4-(4-i^nn-3-> y 7;V:^n^f^;V7ji^;v) v>*;V5J^'>'^(lH-^ :^ 

/Ji- h Mi£ii^±%i. 1 i^fS«<3C V- n^iY.^m. tfzii^cD mm±Wfm ^fh^hM. 7XfD 

(3) 4-(4-:5^ n n-3- h V •7;v^ n ^ "7 ^;v)-4- 1; Fndp v-l-tf^V >■ ;W jJ^' 

(4) 4-(3-j^nn-4--7;i':4-n-7:c-;i')-4-t; Fndr~>-i-tr^ V e^>':^;;VjK:^m(lH--f 

( 5 ) 1,3,4,9-x Yy^ Fn-^-^ >-2-^ ;V/i^'>gt(lH-'i' > ^^'V- ;V-3--f ;V)T 

5 F. tfzii^(Dmm±Wr^^i^^^. 7Kmm. ymm^wmmm^o 

(6) 4-(4--7;v^n7jc::::;v)-l,2,3,6-x h ^ t Fn trv ;V:^^'>'m(lH--r 
y-;v-3--f;v)T5 F. tfzli^<Dmm±.nm'-^fi^m.. 7jc«s 7lc#»]5:tF^M% 

o 

(7) 4-(4-iJ7nn-3-h V 7;v:tn^f-;ix7 v >':*;V5^^~:^^(lH--i' > 

(8) ±131 76-^ 7-^'^$^^^ >'^'y'-;vjb'^#^ tfz^t^<Dmm±Wm^fi^^. 7X 

[0 0 17] 

[0 0 18] 
[0 0 191 
[0 0 2 0] 
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#®2 0 0 4 - 0 3 5 5 6 5 -^--J : 4/ 

T-b-f-;^. 7°ntf^j^;i/) , T ;i/ ^ ;V X ;v c:: ;^ 

[0 0 2 1 ] 

[0 0 2 2] 
[0 0 2 3 ] 
[0 0 2 4] 

[0 0 2 5] 

[0 0 2 6] 

[0 0 2 7] 

R3t?^$tL^ rT;V3^^/;57;V.-K^;vJ t LTJi, Mx.{f|g:R*»l 6 (DT 
;i/ndpe^^;i,5j?-;v^ •r^t?*), -(C = 0)-OR^ y^^'^lf ^tL^o ^iT, r7 t LT 

[0 0 2 8] 

R'^ . R'^ ' . R" ■' xm^iiJh P^^ryM^•J t\.X\t^ tJIBR^ T^^tL^ T^n 
[0 0 2 9] 

R'* > R^ ' , R''" -e^^tLJg) r«^*^*LTv>T^> iv^T;^^;^ o rs^ftj 

Xfi rT;l/^;vJ i: LT{±. Mx.(i\ ttrlBR^ tr^^ti^ rS^^=S-;irLrv>T iv^T 
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[0 0 3 01 
[0 0 3 1] 

R'' . R-^ ' . R^" x^^fi;^ \-T)p^^i^] tLxii. m^im^mm^iy^i-h 6 

(7)7;vndrv. i->&>b-^. - O -^mifhti^h o ^^X\ R ^ LTt± C i C e O 
r;v^;i^ (-^il. 7°nii;v, -ry7°nt°;v, ^y7'^;v. sec- 

[0 0 3 2 ] 

^ 6 ot;v^;vt5 -^j^^bt.. -NR^ R^ ' ^ tt-So i^-e. R^ 7jc« 

^vy^;v. sec-y-^^;!/. tert-:/^;^. ^^->;i/^) /e^^'^if ?3 ti^ 

y t°;l'T 5 y , n-y^5^;vT5y. v^^;^T?y. v^jif-;i/T ^ y , N-^f^;i/ 
-N-J^f-;i/T ^ y. iin ij vy-i--f tf^i; v if^^^'^tf ^ fL^o 

[0 0 3 3] 

[0 0 3 4] 

. R^ ^ C (=0) iiT?. R^ ^ i:Lr{±. tK*. Ci ii-hZ^ <OT 

('^J, y5^;v, y°ntf;v, -ryy°n{i;i/, y^f-;i-, -i'yy'-5^;v, sec-y' 

[0 0 3 5] 

R^ ° -e^$tL^ rT;v3^v:^;v>3^'-;vj tLT{4. Mx.^f^ r2 t?^$tL<s rr;!' 
a ^ :^ ;V/i^'^;Vj ^ IWI;jtc;o ^) <Difimfhi'\^^ o 
[0 0 3 6] 

[0 0 3 7] 

L-rti. #ijx.{^, ItffiR^ -e^^tt;?, r«i^^=J-^LTv^T^) J;v>t;v^;1'J <^ r«^* 
[0 0 3 8] 

R^-e^$tL^ rr^vndpvj i:LT{4. R " . R ' , R '* " TTJVni^ 
[0 0 3 9] 

R^ xi^^ix^ rT;v^;vT5yj t bTf±, r* , r'I ' , r^" r-^^ti^ rT;v 

[0 0 4 0] 

M^25:t/^*ilT-^^'b®{ftL;5. 1 XJ± 2flco-^7"nM^^ 1 i^j^v^ L 4 'fi^tf 5 ;&v>L 6 

•f-:ty^y. y^y. tfn-;i., ^^^-.y_;i,^ ii°9>y_;V^ 
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V -J If 7 tf V 5 V? >' , -f V ^ r v- y ^ v*- j^^m iJ^^W hti^h^ 

[0 0 4 1 ] 
[0 0 4 2] 

[0 0 4 3] 

r6 -c-^$n.^-c-^$tL;g, rT;vn:^'>j t L-c{±, ttriaR^ > R^ ' . r"* " -e^ 

[0 0 4 4] 

o 

[0 0 4 5] 
[0 0 4 6] 

[0 0 4 7] 

[0 0 4 8] 
['ft 3] 

o P 



H \ H H 

(11) HOH (12) (14) 



[0 0 4 9 ] 

^(11) <7)'fb^tj (Tetrahedron, 1976, 32(4), 493. l,zmm.<D-jfmX'^m) 

im^-^. ^(12) i^^R^ it. ±mtmmx^^) (Dit^s^^KBm^x^^^^ 

.^(12) (D^t^mt^ (1 3) <D^t^mt^K}ic:^^^:^:it'C^ (1 4) (D^t^m^ 
[0 0 5 0] 

(I) oRi <om^^~m^:^'mzxr)mxL. m^m^n^ ^tx\ (d o 

[0 0 5 1 ] 

T^>'> :^ V A-tert-y h K^O^>RT;1'=i^ V K. v T^f If ^ n [5, 4, 0] ^ :^ 
^5) o 
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#M 2 0 0 4-0 3 5 5 6 5 ^~-J : 7/ 

[0 0 5 2 1 
[0 0 5 3] 

[0 0 5 4] 
[0 0 5 5] 

[0 0 5 6] 
[0 0 5 7] 

[0 0 5 8] 

:^fiO. 5~300mg/k gi^M. fi'm' 1 ~ 3 Omg/k g#:mT'^i9. -H^fcD 1 

HI afe vMi ^ tLm±^#i- ^ i i >j)^T- § ;i, o 

[0 0 5 9] 
[0 0 6 0] 

^ V ^^tf ;i, ^ t i)^x i . ^^|^p^4- KM L IS^ffl^ti a: L T {± . M £ tf\ WJ 
[0 0 6 1] 

[0 0 6 2] 

m^^irKtm\<tir^^t-^^X^^ ^^\^^tBMtLxmULX'^mir&^t:^^X^^o ^ 
tL^O*-/-b;v. m.M. n^ii. -^^KHmMfD^MAizMLX 5 9 5Sfi%. 
L < 5 ~ 9 0 M&^/oOmm^^-^t! ^ ^^X i . a5~500mg. tj- 

4L<{i 25-25 0 m g <D^M:$3-=^-g-;frf O>0^^=t v>o LT}i7ic> *^V^ 

ffliiE# 2005-3030664 



#IS 2 0 0 4-0 3 5 5 6 5 ^-z^ : 8/ 

[0 0 6 31 

a - -fu V > iJ^ i; rr - 4^° U > ij n - 'J n - t 

L-C$?tL<. #irM:fe:^7K=^fflV^7tvaE|«(75Jt^'^^C{±a#0. 5-2 0%. &tL< 

[0 0 6 4] 

[0 0 6 5] 

4- (3- ^ n n -4- 7 ;v n -7 - ;v) -4- ti F n ^ ij -7 > TIB t^^i"-^^:;^ 

■iStc J: o-C-^j^L/Co ^pl^Bocii, tert-^ h ^ v :^ ;V53^'-;V^^^i-;0^ ^h^vp<f-;v 

[0 0 6 6] 

[0 0 6 7] 

4-7'n^-2-^ n n-l--7;V:^- n.^>'-y >- (15g, 71.6 mmol) ^y^f-;Vi-T-;v (30 
0 ml) K'SML. -78 °C ic?%-SPL7t:o ^O^Mt'n-rf^;^!; (2.44 
M, 79 mmol. 32 ml) ^tinx.T-78 t: T'l^r^WL. l-tert-"^ h ^->:*;V>}?->'V-4-tr 
K> (60 mmol. 12 g) ^1]WK.fz^k 0°C t -eRjS?aK*#?aLfco 0°Ctr 3 

i/^) ijyjV-^yJ^^^U'^ VVyy ~ (^^-if ^/l-^^J^f-;!/ = 5/1-2/1) irffi^l-^i 
^■e4-(3-i5' nn-4--7;V:tn •7i-;v)-4-li Kn^-> tf^i; v>-l-:*;V:^>^ tert->^ 
f-;va:.>?.-f ;V (16.5 g, 50 mmol) =£r#/Co 
[0 0 6 8] 

i tL7t4-(3-^' n n-4-'7;v:t n -7 ji:=-;i/)-4-t Kn^f vtf^ij 

tert-7^f^;^^^T-;l'^l,4-v^^-^^^ (300 ml) \zmM^. 10% W (50 ml) 

^Mk. 70^-e 2 Bt^MLf^o RJS«l-Tm> IN TKm^ffc-^ b U A7)cW=^fflv>-cMJ:& 
m^ft-^OL. ^nn4^;VA-e3 HlfflmLfco «ii ^M^^iti"^ ^ i: t:\ 4-(3-^nn- 
4_7;V^n 7 ji-;W)-4-li Fndf (6.97g, 30. 3 mmol) ^#7to 

IH-NMR (300MHz. DMS0-d6) d (ppm) : 1.45(m. 2H), 1.80(m, 2H), 2.77(m, 2H), 2.9l(m 
, 2H). 5.07(s, IH), 7. 33-7. 62 (m, 3H)o 
[0 0 6 9] 

^ifeffl 1 4-(4-i^ nn-3- h U o ^ j^-;v)-4-ti Kn^ v-i-tf^i; y 
y ;V5}^^>'m(lH-'i' > ^■"v-^-;v-3--f ;v) T 5 K<7)^j?S; 

±|B^(1 1) (Dit^m (200 mg. 0.97 mmol) 25:CF4-(4-i>' n n-3- h 'J n ^ ^ 

;V--7i^;V)-4-t Kn^'>tf^i; >>^> (272 mg, 0.97 mmol) (ACROStt) -J :^ ^ )V 7. )V 
Ji^^v'F {2xsi\)WlA-'J'^^^y (2 ml) tcJtfi|L/co i<^v#-^St3 40%7 y fb:* U A 
- T;V5-^ (200 mg) =^Jax.T. loot: -t:-2Bf r^lMLTto Ri^:>I^Tf^. ia»^?iiiL 

[0 0 7 0] 

m.w.'^m^x^fz'ik. rmmwy}^^Mkx^ m^\^fzmi^-^iM.m\^. mmt^i^tzo 

#^tL/^@#:=^yai^;i/a^-x;v-e^5feP-> ^j^-r^S ^ t-t:\ 4-(4-i5'nn-3-> U :7;v^n 

ffiiE# 2005-3030664 



#® 2004-035565 ^~-J : 9/ 

^ f- ;u -7 - ;v) -4- h K n ^>_i_ ]^^^}^J^:^ Ji^^^milE-^ y ;v-3--f y^) T ^ 
K(280mg, 0.64 mmol) ^%fZo 

IH-NMR (300MHz, DMS0-d6) d (ppm) I 1. 64(d, 2H), 1.97(m, 2H). 3.25(m. 2H), 4.12(d 
, 2H), 5.47(s, IH). 6. 99-7. 98 (m. 7H), 8.99(s. IH), 12. 5 (s, IH) 
MS (ESI) m/z 439 (MH*)o 
[0 0 7 1 ] 

^ii^!l2 4-(3-^ n n-4-7;i':t n 7 ji^;i')-4-ti Yn^=i/-\-\i^-\) V^ij yi^^-y"^ 

±fa^(l 1) Oib-^tj(385 mg, 1.88 imoDRirmMm l liZ X %hflfz4-(3-^ u 
n-4--7;V:tn-7^-;i/)-4-li Kn (516 mg, 2. 25 mmol) ^ i^'^ 

*^vK (2inl)tcv#^if Lfco C(Dmmz 40%yy^t^V^^- T;^5^ (400 mg) =^inx. 

locc T'S^r^jn^^LTto 

[0 0 7 2] 

ji-f-;i/-T-fe h V;v (lO:l)<7)M^?^-e^^. 4-(3-^ n n-4--7;v:^ 

n-7a^^;v)-4-ii Kn^i/-i-if^i; -7^':^7;v.i?>m(iH--f >'^v'-;v-3-^ ;v)T5 K(14 

8mg. 0.38 mmol) ^-tffco 

IH-NMR (300MHz, DMS0-d6) $ (ppm) : 1.64(d, J= 9.6 Hz, 2H), 1.94(m, 2H) , 3.27(m, 
2H). 4.10(d. J= 9.6 Hz. 2H), 5.31(s, IH), 7. 01-7. 71 (m. 7H) , 8.95(s. IH). 12. 4 (s 
. IH) 

MS (ESI) m/z 389 (MH+)o 
[0 0 7 3] 

1,3,4,9-7- h 911 Vu-fi-:^j]yii?^) y-2-:fy}lyyi?Z^^(m--{ yW^- )U-3- 

I) cO'fb^tJ(250 mg, 1.22 mmol) 25.0=1, 3.4. 9-x h 9 t Vu-fi-Hj 
>(231 mg, 1.34 mmol) (Aldrichtt) ^ -J ^ ^ )]y X ^ {4ml)KWMLfZo ^(D'M 

Ao%y yit:^v ^A- r;^5:^ (300 mg) ^jpx.T. loot: x-zmmmmLfzo 

[0 0 7 4] 

\$rLfzo mMmmLfzi^. mmmRrfTK^iju^x. mmLtzm'i^^m.ML, m&nmL 

. 1,3,4,9-7- h 7 li j3-A y-2-:fy )v^ym.(in-4 yry^~)i'-3-4 )v)r < K( 

336mg. 1.01 mmol) i%fZo 

IH-NMR (300MHz, DMS0-d6) $ (ppm) :2.51(m, 2H), 2.8l(m, 2H). 3.89(m, 2H). 4.75(s 
, 2H), 6. 99-7. 62 (m, 8H), 9.21(s, IH), 10. 9 (s, IH), 12. 5 (s, IH) 
MS (ESI) m/z 332 (MH*)o 
[0 0 7 5] 

^MM4 4-(4-7;V:^n-7 ;i/)-l,2,3,6-T- h 9 t: Kn v ^-l-j!; >^(i 
E-A y ^^/~jv-3-^ ;v) T 5 

!. 4-(4--7;V:t-n7a.^;v)-i,2,3,6-T- h 9 t Fntf U VymmM.{\.\g, 5.11 mmol) (A 
CR0Stt)^v^f-;i/;^;v.i^^-> K (5 ml) irf#t?L/co i<75v#f^^c. vT^f if n [5,4, 
0]/-^> (0.75 ml, 5.11 mmol) ^;&Dx.> 'mW^imiimm-l.fz^ik. IM-^^^m^^^k) 
• d.Og, 4.87 mmol)25.y^40%7';"fb:*U e'A- r;^5:^ (1.0 g) =^inx.T. loot: T-2B# 

J±^:^L.> 4-(4-7;i/^o:7 ji-;v)-i.2,3,6-x \-=7^ Kn tT v y v-1-:7!7;1/>k>M(1H-'1' 
>'i5''V"'-;V-3--r;V)T5 K(568mg, 1.67 mmol) =^#f^o 
[0 0 7 6] 

IH-NMR (300MHz, DMS0-d6) 8 (ppm) :2.34(m, 2H), 3.15 (m, 2H), 3.52(m, 2H), 3 
.99(m, 2H), 6.02(s, IH). 6. 79-7. 42 (m. 8H). 8.84(s, IH), 12. 3 (s, IH) 
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^--J : 10/ 



MS (ESI) m/z 337 (MH*)o 
[0 0 7 7] 

±|E^(l 1) c^^b-^t? (500 mg. 2.44 imnol):S:rf4-(4-i5'nn_3_> y ■7;V:^-n^^;v 

-:7ji::i;V) -l-tf^9 v>^>'(709 mg, 2.68 mmol) (Aldrichtt) ^ >>~^ f-;V'>^;Vj}>dp ~> p- ( 
6ml)KmMLfzo ^omm^ myy^t^V^^- TJP^i- (700 mg) ^M^X^ 100°C 

xmrnrnmLfzo 

[0 0 7 8] 

. 4-(4-^ nn-3-h i; -7;^:^ n^^;l/-7 j^-;^) -l-tf^9 v>:^?;^>J^'>^(lH-i' ^iJ'^y' 
-;V_3_^;V)7 5 K(531nig, 1.25 mmol) =gr#7to 

IH-NMR (300MHz, DMS0-d6) 8 (ppm):3.31(m, 4H), 3.65(m, 4H), 7. 01-7. 63 (m. 7H), 9 
.14(s, IH). 12. 5 (s, IH) 
MS (ESI) m/z 424 (MH+)o 



[0 0 7 9] 
I4b5] 




mmm^ mmmz mmma 




[0 0 8 0] 

I1640^A& i'y^^-r^) vrnf^^mLfZo 
[0 0 8 1] 

5xl0^'fi/^-^^K^HEC3»^:24'i'^;l/7°-k- lO^^Jl^^EM ^'^tfRPMI1640 

^m'(:~2mm^mL-fzik. ^j^)i^^mmnmimo^Mximi9t'0Lfzo -eoi^, o.o5%4^ 

MJfiL»^^tfRPMI1640;§i&250// l/'j7^;v=^i^Jn ^ ^ K2m^mmLrzo 
[0 0 8 2] 

±?f^^£l9P^§^ 0.05%lfiLvtRPMI1640:^itfe=^^V^T. S-^ c7)?t^tc^f^L7^::^tmt?K ( 

t MM-M PMAIO- ^ M ^ tf =^250 1/ ^ ;V;!]n x. 20-2mm^m L 7^: o 
[0 0 8 3] 

:^«±Vf25;« K 7jc50;« i:?5:U*^SDS^^'>7 '7 7- (240mM Tris-HCl pH6.8, 8%SDS, 40%Glyce 
rol) ^U^L. M^WL10/u,l/ly->^^ >tf 9^>0. l%^^-^tf7.5%T^^ V ;VT 5 K^;V-t? 
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[0 0 8 4] 

<>^^;v^0.5%tritonX100 (^/i^'v^t) :Sr'^tfpH7. h V y r - X^mWM^LfZo 

^<D^. SlVX-m^'lt^^yyT- (l50mM NaCl, SOmM Tris-HCl pH7. 5, lOmMCaCh) 
X 1 8^ ^ m^^h ^ ^ 7t o 

[0 0 8 5] 

yjl^^CBBm^^ MMP-90^^^ > V^r>iy h ^-1$^- (ATTOtt) T^M'fk Lf^o 
[0 0 8 61 

[0 0 8 7] 

MMP-9m^Mtii^=ioo-ioox i^t^fmrnm-mmmm / {Y\m\m%-mmm) 

10, 2, 0.4, 0.08/zMt?OMMP-9^^WM^'^SO^L. ^ff V 7 hRegExcel ^ffi V^T^tL 
-TfLOICso'll^^tBLTto 
[0 0 8 8] 

[0 0 8 9] 

1 : 1050= 0.79;«M 
: IC5o= 0.45/£M 

*;^'^I3 : iC5o= o.io^iM 

*Mf!l4 : IC50= 1.3/.M 
^MM 5 : 1050= 0.17;«M 

[MSJiofijfflprm] 

[0 0 9 0] 
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o 
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#112 0 0 4-0 3 5 5 6 5 ^--J : 1/E 

mmmcD^^ #jii2 004-035555 

50400227515 

fi^f m^mm±m 0094 

H ¥^ 16^ 2^130 



mmu} ¥^6^ 2^12 0 
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